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RISONE” 
of clotrimarole and betamethasooe dipmpionate 

“team, USP 
FM Darmatologic Use Only - 
NoI for Ophthalmic Use 

PR0DLlcT 
tNFOAhWtON 

OESCRlPTtON LOTRISONE Cream contains a combination of clotrfma.sole, USP a synthetic antifungal agent. 
and befamethasone dipmpionate. USP, a synthetic mdicostemid, for dermatologk use. 

Chemically, clotrimazofe iS I-roChloro-a.o-diphenylbenzyl rmrdazole. with the empirical formula 
&&ClN,. a molecular weight of 344.8. and the following strucbr ral’ formula: 

CWrimazole is an odorie.ss. white ctystallino powder, insoluble in waler and sotuble in ethanol. 
6etamethasone dipropionate has the chemical name SFluom-116.17,21-trihydroxy-lB&methyfpregna-1. 
diene-3PWfone 17.21di 

P 
mpionate. 

.dd thsfollowfng sfruuural ormuia: 
with the empidcal fomtuia CmH3rPOh a molecubr weight of 5134.6. 

CLINICAL PHARMACOLOGY 
Clof$mamte 

Clotdmazole ts a broad-spectrum, antifungal agent that is used for the treatment o? dermal infections 
caused by various species of pathogenic dermatophyles yeasts, and Mahswia lurhrr. The primary action of 
clobimazole is against dividing and growing organtsms. 

In vitro. clotrimazole exhibits fungistatic and fungickfal activity against ikola!~ of Trichophflon robrum, 
TrichopWon mentagmphytes. Epidem?ophy?on t7cixosum, and Microsponrm canis. In general, the in vitro 
actkfity of clotrimazole corresponds to that of tolnattate and griseofulvin against the my&a of dermatophytes 
( Trkhoph~on, Micm~p~~~, and Epidemro&lorr). 

studies in guinea prgs infected withTricnop~onment~ve shown no measurable loss of 
ole actii’ 

?asi of fungr 
due to combination with befamethasone dipropionate. 

ng a natural resistance to clotrimazole have not been reported. 
, single-step or muttiple-step resistance to ctotdmazole has developed during successive passages 01 

Trichopb~4on mentagruphytes. 
In studies of the mechanism of action in fungal cuttures. the minimum fungtcidal concentration of clo- 

trfmazole caused leakage of intracellular phos 
breakdown of cellular nudeic acids, and acce t! 

horous compounds into the ambient medium with concomitant 
rated potassium efffur Both of these events began rapidly and 

e&nsiveiy after addition of the drug to the cuttures. 
C!oMma7ob ap 

application of 8” 
Is to be minimally absorbed following topical application to the skin Six hours aher the 

R toactive ctotrimazote 1% cream and 1% solution onto intact and acutely inflamed skin. 
the concentration of cfotrirnazole varied from 1 W mcg/cm’ in the stratum comeurn! to 0.5 to 1 mcg/cm’ in the 
stratum reticutare. and 0.1 mqdcn? in the subudis. No measurabte amount of radmactivity (&OOf rncg/mL) 
was found in the serum within 48 hours after application under occlusive dressing of 0.5 mL of the solutcon or 
0.6 c ;! the crwm. 

Betametbasone dlpmplonate 
Retamethasone dipropionate. a corticosteroid. is effective in the treatment of cortiiosteroid-responsive 

dermatoses prtman’ly because of its anti-infiammatory. anti-pmdtii. and vasoconstrictive actions. However, 
while the physiologic. pharmacologic. and clinical effects of cortimsterokfs are weft known, the exact mecha- 
n&s of their actions in each dieese are uncertain. Wamethasone dipropkmate. a cottiistemio. has been 
shown to have topical (dermatologic) and systemic phxmamlogic and metabolii effects chardctenstic of this 
class of drugs. 

Pbarmacokine8cs The extent of oercutaneous absorotion of tooid mrticosterolds is determined bv rnanv 

Clotrfmazola and befamefbasone dipmpiooate 
In dinicai studies of tinea corporis. tinea uuris. and tinea pedLL. patients treated with LOTRiSONE Cream 

she+ a better clinica! response at the ffrst rebrm visit Man patients treated with &bimaaole cream. In tines 
mrpomandtineaauns,thepa~~entcetumed3~pfter~~~treatmentandinfineapedis,afferlweek. 
Mvcotooical cure rates observed in oaberds trea web LOTRIS NE Cream were as oood as or better than m 

fn these same clinical studies. patients treated wtfft LOTRISOM Cream showed statfstkkty signfficantly bet- 
br dinkdf responses and m~OlO!Jiml CW rates when compared with patients treated with betamethasor~ 
dkmionate cream. 
~OlklONS AND USAGE LOTRISONE Cream is indicated for the topical treetment of the following dermal 
intectionsz tinea pedii. tinea croris. and tinea mqmds due to Tricbop~on rubrum, Trkhophytoo mentagm 
phytes. Epidermophyton tkzosum, and Microsporum canis 
MNlRAlHOICAllOHS LOTRLSONE Cream is tmbahdiicated in fzdbms who are smsitive to ctotdmaaote, 
betameMasone dipmptonate. other corWs-terotds or kniites, or to any ingredient in tfts preparation. 

tSTRAllON s&on.) 

be 
Therefore. patients receiving a large dose of a potent topiCat steroid applied to a iarm surface area should 
evaluated periodically for evidence o! HPA akrs suppression by using the urinary free cm&t and ACTH 

stimubtion tests. If HPA a!$ suppressron ts noted. an attempt should be made to withdraw the drug, to 
reduce the frequency of applmation. or to substdute a tess potent steroid. 

Recovery of HPA axts funclton is genetatty prompt and complele upon discontinuation of the 
drug. Infrequently. signs and symptoms Of Stemld withdrawal may recur. requiring supplemental systemic 
mrticostemids. 

If irritalfon or hypersensftii develops with the use of LOTRISONE Cream, treatment should be dintin- 
ued and appmprtate therapy instituted. 

Information for Patieofs Patients using LOTRfSONE Cream should receive the followlng information and 
instructions: 
1. $..m$ation is to be used as directed by the physician. It is for external use only. Avoid contact whh 

2. The medication is to be used for the fufl prescnfed treatment time. even though the symptoms may have 
improved. Notify the physician ff there is no improvement after 1 week of treatment for tinea cruris or tinea 
carparis. or after2 weeks for tinea pedis. 

3. ;;z;&;yld be advrsed not to use this medlCatiOn for any disorder olher than for which it was 

4. The treated skin areas should not be bandaged or otherwise covered or wrapped as to be otcluded. (See 
DOSAGE AN0 AOMlNI3TRATtON section.) 

5. When using this medication in the pmin area, patients should be advised to use the medication for 2 weeks 
only. and to apply Ihe cream spanngly. The physician should be notified if the condition persists after 2 
weeks. Patients should also be advised to wear loose ftfing clothing. (See DOSAGE AND AOMINIST~- 
TION section.) 

6. Patients should report any signs of locat adverse reactions. 
7. Patients should avoid sources of infection or reinfection. 

Laboratory Tests f there is a tack Of response to LOTRISONE Cream. appropriate microbiological studies 
should be repeated to confirm the diignosis and nde out other pathogens before instituting another course of 
antimyeotic therapy. 

The following tests may be helpful in e&rating HPA axis suppression due to the corficosteroid component: 
IJrinary free wrtisol test 
ACTH stimulation test 

Carctnogene?.ls,, Motageoesis, ImpabttIetd of Fettiilt~ There are no animal Or bboratory studies with the 
combination clotnmazole and betamethasone dipmpionate to evaluate carcinogenesis. mutagenesis. or 
imoainnent of ferfilitv. 

&i 18~monthoralbosing study with ck~bfmazofe In tats has not reveafed any cam&ge&effect. 
In tests for mutagenems. chmmosomes of the spermatophoms of Chinese hamsters which had been 

exposed to clotdn$ota were examined for stmctural changes during the metaphase. Prior to testing. the 
hamsm had recerved five pral clottfmazole doses of 100 mgkg body weight The results of this study 
showed that cfofdmazole bad no mufagenic effect, 

Pregnancy Category C Them have been no feratwenic studies performed with the combination ctotrima. 
zole and betamethasone dipropionate. 

Studies in pregnant tats wfth &yag&af doses up to 100 mgrkg have rev&U no evidence of harm to the 
fetus due to ciotnmazole. 

High ti doses of dotrimazofe in tats and mice tanging from SO to 120 m@g resulted in embryotox&ii 
(possibly secondary to maternal toaii), impairment of Ming. decreased timer size and number of viable 
young and decreased pu 
rats at oral doses up to P 

smvival to weaning. However, ctotrtmazoN was gg.! temtogenic in mi&. rabbits. and 
00.160, and 100 mg& respectllfy. Oral absorption in the rat amounts to approxi- 

mateiy Xl% of the administered dose. 
Conicosteroids are generally teratogenic in taboratory animals when administered systemic& at relatively 

low dosage tevels. The more potent cortimstemids have been shown to be teratoDentc after dermdl aoolication 

to used during pregnancy only if the 
Drugs containing wrtiwstemids s Ii 

otendaf benefit justifkk Me potential risk to the fetus. 
oufd not be used extensivelv on oreonant oatients. in laroe amounts. or 

for prolonged periods of time. 
.- 

Nursing Mothers It is not known whotier tfdi drug b excreted in human milk. Because many drugs are 
excreted in human milk. caution should be exercised when LOTRISONE Cream is used by a nursing woman. 

Pedlalric Use Safety and effectiveness in children below the age of 12 have not been established with 

Hypothalamic-pituitary-adrenal (HPA) axis suppression. Gushing’s syndrome, and intracranial hypertension 
have been reported in chifdren meeting topical corticostemids. hWdfestatfor-6 of adrenal suppression in chin 
dren include linear growth retardation, delayed weigM gain. low plasma cordsol levels, and absence of 
response to ACTH stimulation. Manifestations of intractamal hypertension include bulging fontsnettes. 
headaches, and bilateral papitfedema 

Administration of toppical dermatologks containing a cottimstemid to dlfdron should be IimiW to the teasf 
amount mmpatible wfth an effective therapeutic tegimen. Chronic mrtfmsteroid therapy may interfere wrth 
the growtft and development of chifdren 

The use of LOTRlSONE Cream in diaper dennat& is not recommended. 
ADVERSE REACTtONS The following adverse reactions have been reported in connection with the use of 
LOTRISQNE CBX parestbesta in 5 of 270 patiits. meculnpapllrar rash. edema.andsecoodary irrfectinn; 
each in 1 of 270 patients. 

Adverse reactions reported wfth the use of cloMmazofe are as follows: erythema;stinging. blistering. peeI 

OVEROOSAGE Acute ovatdosage with to ical application of LGTRISONE Cream is unlikely and would not be 
;r;od),to a fife$eatening sib&n. 

op~cally appbed corbcostemids can be absorbed in suffTcfent amounts to pmduce systemic effects. (See 

DOSAGE AND ADMlNl3TRATlON Gentry massage stdf@ent LOTRISONE Cream into the affected and sur- 
munding skin areas twice a day, in the morning and evening, for 2 weeks in tinea cruris and tinea corporis and 
for 4 weeks in dnea pedtis Tbe use of LOTRtSONE Cream for longer than 4 weeks ts not recommended. 

Ciinicat improvemerh wtfb relief of etytboma and prunIus~ usually occurs wfthin 3 to 5 days of treatment If 
a patient with tinea cruds or tbtea emports shows no dimcal tmpmvement after f week of treatment wftfr 
LOTRtSONE Cream. tha dkugnosis should be revNw&. In tfnea pedii. Me treatment should be applied for 2 
we&pdortomaki tbatdeckskxt. 

Treatment with LO % ISONE Cream should be dtntinued if the condiiin persists after 2 weeks in tinea 
crurfs and tinea wtporfs. and after 4 weeks in tinea pedii. Afternate therapy may then be instituted with 
LGTRIMIN Cream. a product containing an antifun 

LOTRISONE Cream should ggT be used with OCCY. 
I only. 

uswe dressings. 
HOW SUPPLIED LOTRISONE Cream is supplied in 15-g& (NRC Orl85-0924-01) and 45gram tubes 
(NDC 0085-092442); boxes of one. 

Store between T and 30% (Wand WF). 

RN. lr94 


